JP,11-515025,A [CLAIMS] 



Page 1 of 3 



* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 

[Claim(s)] . , ^. • * 

1 Method of adjusting lipid concentration that therapy which adjusts lipid concentration consists ot 
prescribing effective quantity of acyl-CoA cholesterol O-acyltransferases (ACAT) inhibitor and 
HMGCoA reductase inhibitor for the patient on therapy in required mammalian. . 

2 Remedy constituent for adjusting lipid concentration in mammaUan which consists of effective 
quantity of acyl-CoA cholesterol O-acyltransferases (ACAT) inhibitor and HMGCoA reductase 
inhibitor on therapy with support which can be permitted on remedy. r/i 
3. ACAT Inhibitor Sulfamic Acid, [[6[ 2, 4, and ]-Tris (1-Methylethyl) Phenyl] Acetyl]-2, 6-Screw [(1- 
Methylethyl) Phenyl Ester; „ ,^ ,-, , , i a- 

2, 6-bis(l-methylethyl) phenyl [[6[ 2 and ]-bis(l-methylethyl) phenyl] Sulfonyl] carbamate 1 sodium 

salt" 

N-(2 6-niSO-propyl-phenyl)-2-phenyl-chestaut amidocarbonic acid dodecyl ester; 

N-(2' 6-diisopropylphenyl)-2-(2-dodecyl-2H-tetrazole-5-IRU)-2-phenyl-acetamide; 

2 and 2-dimethyl-N-(2, 4, 6-trimethoxyphenyl) DOSEKAN amide; -- and -- N-[2 and 6-bis(l- 

methylethyl) phenyl]-N'-[- [l-[4-(dimethylamino) phenyl] cyclopentyl] methylurea little salt acid 

sSc"--^the remedy constituent accorduig to claim 2 which is a compound exceeding one or it which is 
chosen, and is a compound with which an HMGCoA reductase inhibitor exceeds one or it which is 
chosen'from rivastatin, lovastatin, simvastatin, pravastatin, fluvastatin, and atrovastatm. 
ACAT Inhibitor 4. 2, 6-Bis( 1-Methylethyl) Phenyl [[6[ 2, 4, and ]-Tris (1-Methylethyl) Phenyl] Acetyl] 
SURUFA Mate N-(2, 6-JIISO-propyl-phenyl)-2-phenyl-chestnut amidocarbonic acid dodecyl ester, 
And are chosen'out of anN-(2, 6-diisopropylphenyl)-2-(2-dodecyl-2H-tetrazole-5-IRU)-2-phenyl- 
acetamide. It is a compound exceeding one or it. And an HMGCoA reductase inhibitor The remedy 
constituent according to claim 2 which is a compound exceeding one or it which is chosen from 
rivastatin, lovastatin, simvastatin, pravastatin, fluvastatin, and atrovastatin. 

5 Remedy constituent according to claim 2 which is compound with which ACAT inhibitor is 2 and 6- 
bis(l -methylethyl) phenyl [[6[ 2, 4, and ]-tris (1 -methylethyl) phenyl] Acetyl] SURUFA mate, and 
exceeds one or it as which HMGCoA reductase inhibitor is chosen from nvastatm, lovastatm, 
simvastatin, pravastatin, fluvastatin, and atrovastatin. 

6 Support Which Can be Permitted on Remedy ~ Therapy Top ~ 2 of Effective Amount, and 6-Bis(l- 
Methylethyl) Phenyl [[6[ 2, 4, and ]-Tris (1-Methylethyl) Phenyl] Acetyl] otti>ttt7a 
The remedy constituent for adjusting lipid concentration in mammalian which consists of a SURUl-A 

mate and atrovastatin. . ^ r.^,, j-,r t a 

7 Are Chosen out of Making Vasodilatation Induce, in order to Adjust Condition of Blood Vessel, and 
Flow of Blood in Preventing Condensation of Platelet, Decreasing Adhesion of Blood Vessel Wall, and 
List How to consist of being the approach of recovering endogenous blood vessel inner-bark- 
dependence activity, and prescribing for the patient the HNG-CoA reductase inhibitor exceeding the 
ACAT inhibition compound which exceeds one or it of an effective amount on a therapy m the required 
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mammalian of said therapy and one, or it. , » n o j /: 

ACAT Inhibitor 8. Sulfamic Acid and [[6[ 2, 4, and ]-Tris (Methylethyl) Phenyl] Acetyl] 2 and 6- 
screw r Phenyl ester; 2, 6-screw (1 -methylethyl) Phenyl [[2. 6-screw (1 -methylethyl) 2-dimethyl-N-(2 
4 6-trimethoxyphenyl) DOSEKAN amide; (1 -methylethyl) phenyl] sulfonyl] carbamate 1 sodium-salt; - 
- N-a 6-diisopropylphenyl)-2-phenyl-chestnut amidocarbonic acid dodecyl ester; - 2 ~ It is chosen out 
of ri-[4-(dimethylamino) phenyl] cyclopentyl] methylurea little salt acid chloride, and N-[2 and 6-bis(l- 
melhyleliiyl) phenyl] N'-[~ And the approach according to claim 7 of being the compound with which 
an HMGCoA reductase inhibitor exceeds one or it which is chosen from rivastatin, lovastatin, 
simvastatin, pravastatin, fluvastatin, and atrovastatin. . , . . ^ j ^ u- /i 

9 Approach according to claim 7 of being compound with which ACAT inhibitor is 2 and 6-bis(l- 
me&Syl) phenyl [[6[ 2, 4, and ]-tris (l-me1ixylethyl) phenyl] Acetyl] SURUFA mate, and exceeds 
one or it as which HMGCoA reductase inhibitor is chosen from rivastatin, lovastatm, simvastatm, 
pravastatin, fluvastatin, and atrovastatin. , , ,n i, i rrAn a o^hi trie n 

10 Approach according to claim 7 by which 2, 6-bis(l -methylethyl) phenyl [[6[ 2, 4, and ]-tris (1- 
methylefhyl) phenyl] Acetyl] SURUFA mate, and an HMGCoA reductase inhibitor are chosen from 

t7:tr:mTo^^^^^^ inhibitor - an effective dose - 50-1 500mg/day - it is - and the therapy 
top of an HMGCoA reductase inhibitor ~ an effective dose - about 5- the approach accordmg to claim 7 

of being about 80mg/day. . . , ^ , ^ 

12 The approach according to claim 7 of preventing condensation ot a platelet. 

1 3 The method according to claim 7 of decreasing the adhesion of a blood vessel wall. 

14'. The approach of claim 7 of maldng vasodilatation inducing in order to adjust the condition ot a 
blood vessel, and the flow of blood. ^ ■ u mi^-.^ 

15 Angina Pectoris, Myocardial Infarction, Coronary-Arteries Disease, Hypertension, Cerebr^ Blood 
Vessel Nature Failure, Transient Ischemia Nature Fit, A chronic obstructive pulmonary artery disease, a 
chronic hypoxia nature lung disease, the pulmonary hypertension, renal hypertension Are chosen out ot 
chronic kidney disease, diabetic microvessel complication, and the complication of the vascular 
occlusion nature of siclde cell anemia. It is the approach of preventing and/or treating the disease about 
S^e mdfiinction of an imier bark. Consist of prescribing for the patient Ae HMGCoA reductase inhibitor 
exceeding the ACAT inhibition compound which exceeds one or it of an effective amount on a therapy 
and one or it, and it sets to the required mammalian of said therapy. How to consist [ prevent 
condensation of a platelet, decrease the adhesion of a blood vessel wdl and ] of prescribing a metoe 
for mammalian in inducing vasodilatation, in order to adjust the condition of a blood vessel, and the 

ACAT?rmtor 16. Sulfamic Acid and [[6[ 2, 4, and ]-Tris (Methylethyl) Phenyl] Acetyl] ^ 2 6- 
screw [ Phenyl ester; 2, 6-screw (1 -methylethyl) Phenyl [[2, 6-screw (1 -methylethyl) (1 -methylethyl) 
phenyl] sulfonyl] carbamate 1 sodium-salt; -N- (2 -) ^^^IP^g^^l-^-P^^^^^^^ ... 
Widocarbonic acid dodecyl ester; 5-methoxy-3-(l-methylethoxy)-N-lH-tetrazole - 5-IRUBENZO [6] 
thio FENO-2-carboxyamide 1 sodium-salt; 2 and 2-dimethyl-N-(2, 4, 6-trmiethoxyphenyl) DOSEKAN 
amide- andN-[2 and 6-bis(l -methylethyl) phenyl]-N'-[[l-[4-(dimethylamino) phenyl] 
??he Approach according to claim 15 of being the compound which consists of cyclopentyl] methyto^ 
a little salt acid chloride, and exceeds one or it as which an HMGCoA reductase inhibitor is chosen from 
rivastatm, lovastatin, simvastatin, pravastatin, fluvastatin, and atrovastatm. ^.TRTIFA mate 

17. 2, 6-bis(l-methylethyl) phenyl [[6[ 2, 4, and ]-tns (l-methyle&yl) phenyl] Acetyl] SURUFA^ 
N-f2 6-diisopropylphenyl)-2-phenyl-chestnut amidocarbonic acid dodecyl ester. And it consists of an 
N- 2' 6-diisoLpylphenyl -2-(2-dodecyl-2H-tetrazole-5-IRU)-2-phenyl acetamide. And the approach 
according to claim 15 of being the compound with which an HMGCoA reductase mhibitor exceeds one 
or it which is chosen from rivastatin, lovastatin, simvastatin, pravastatm, fluvastatin, and atrovastatm. 
18 How to malce stabilize the lesion of atherosclerosis in the mammalian of atherosclerosis which 
consists of prescribing an effective quantity of an acyl-CoA cholesterol O-acyltransferases (ACAT) 
inhibitor and an HMGCoA reductase inhibitor for the patient on a therapy, and prevent destruction of a 
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19 ACAT Sulfamic Acid, [[6[ 2, 4, and ]-Tris (Methylethyl) Phenyl] Acetyl]-2, 6-Screw [(1- 
MeAylethyl) Phenyl Este^EL 2 and 6-Bis(l -Methylethyl) Phenyl ] [2 and 6-Bis(l -Methylethyl) Phenyl] 
Sulfonyl] Carbamate 1 Sodium-Salt;N - (2, 6-Diisopropylphenyl) 

2-dimethyl-N- 2-phenyl-chestnut amidocarbonic acid dodecyl ester; ~ 5-methoxy-3-(l-methylethoxy)- 
N-lH-tetrazole - 5-IRUBENZO [6] thio FENO-2-carboxyamide 1 sodium-salt; ~ 2 - [l-[4- 
(dimethylamino) phenyl] cyclopentyl] methylurea little salt acid chloride is prescribed for tiie patient^ (2, 
4, 6-trimethoxyphenyl) DOSEKAN amide; andN-[2 and 6-bis(l-methylethyl) Phen3^]-N -[-- And the 
approach according to claun 18 of consisting of being the compound with which an HMGCoA reductase 
inhibitor exceeds one or it which is chosen from rivastatin, lovastatin, simvastatin, pravastatin, 

fluvastatin, and atrovastatin. , ^ . -^^ i ^i. imh, ,n 

ACAT Inhibitor 20. 2, 6-Bis(l -Methylethyl) Phenyl [[6[ 2, 4, and ]-Tris (1 -Methylethyl) Phenyl] 
Acetyl] SURUFA Mate, N-(2, 6-diisopropylphenyl)-2-phenyl-chestnut amidocarbonic acid dodecyl 
ester And it is a compound exceeding one or it which is chosen from an N-(2, 6-dusopropy phenyl)-2- 
('2-dodecyl-2H-tetrazole-5-IRU)-2-phenyl acetamide. And the approach accordmg to claim 18 ot bemg 
the compound with which an HMGCoA reductase inhibitor exceeds one or it which is chosen from 
rivastatm, lovastatin, simvastatin, pravastatin, fluvastatin, and atrovastatin. . ^ ^. . . . 

21 How to be the approach of preventing an ischemic sudden death, and consist of medicating a patient 
with the same risk with an effective quantity of an acyl-CoA cholesterol O-acyltransferases (ACAT) 
inhibitor and an HMGCoA reductase inhibitor on a therapy. , , ^ ,^ _ . ^„ o 

22 ACAT Inhibitor - Sulfamic Acid and [[6[ 2, 4, and ]-Tris (Methylethyl) Phenyl] Acetyl] -, 2, and 6- 
Screw [(1-Methylethyl) Phenyl Ester;[[ 2 and 6-Bis(l -Methylethyl) Phenyl ] [2 and 6-Bis(l- 
Methylethyl) Phenyl] Sulfonyl] Carbamate 1 Sodium-Salt; , . c *t, a /i 
N- (2 and 6-diisopropylphenyl)-2-phenyl-chestnut amidocarbonic acid dodecyl ester;5-mefhoxy-3-(l- 
metiivlethoxy)-N-lH-tetrazole - 5-IRUBENZO [6] thio FENO-2-carboxyamide 1 sodium-sa t; 2 and 2- 
dimethyl-N-(2, 4, 6-trimethoxyphenyl) DOSEKAN amide; andN-[2 and 6-bis(l-methylethyl) phenyl]- 
N'-r- one or it which is chosen from [l-[4-(dimethylamino) phenyl] cyclopentyl] methylurea little salt 
acid chloride The approach according to claim 21 of being the compound which exceeds and bemg the 
compound with which an HMGCoA reductase inhibitor exceeds one or it which is chosen from 
rivastatin, lovastatin, simvastatin, pravastatin, fluvastatin, and atrovastatin 

ACAT Irkbitor 23. 2, 6-Bis( 1-Methylethyl) Phenyl [[6[ 2, 4, and ]-Tns (1-Methylethyl) Phenyl] . 
Acetyl] SURUFA Mate, One chosen from N-(2, 6-diisopropylphenyl)-2-phenyl-chestaut anudocarbomc 
acid dodecyl ester and anN-(2, 6-diisopropylphenyl)-2-(2-dodecyl-2H-tetrazole-5-IRU)-2-phenyl 
acetamide Or the approach according to claim 21 of being a compound exceeding it and bemg the 
compound with which an HMGCoA reductase inhibitor exceeds one or it which is chosen from 
rivastatin, lovastatin, simvastatm, pravastatin, fluvastatin, and atrovastatin. 

24 The approach according to claim 1 by which an ACAT inhibitor is 2 and 6-bis(l-mefcylethyl) 
phenyl [[6 tris (1 -methylethyl) phenyl [ 2, 4, and ]] Acetyl] SURUFA mate, and an HMGCoA reductase 
inhibitor is chosen from rivastatin, lovastatin, simvastatin, pravastatin fluvastatin and atrovastatm 

25 The method according to claim 1 of prescribing a compound 2, 6-bis(l -methylethyl) phenyl LL&L 2, 
4 and ]-tris (1 -methylethyl) phenyl] Acetyl] SURUFA mate, and afrovastatin for the patient. 



[Translation done.] 
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DETAILED DESCRIPTION 



FDetailed Description of the Invention] . • *• tt. 

The approach for adjusting lipid concentration, and background of remedy constituent mvenlion The 
therapy which medicates a patient with risk of the patient of ischemic syndrome or it bemg discovered 
with Z HMGCoA reductase inhibitor, and lowers total cholesterol and LDL cho esterol to him is 
known This is carried out in order to recover endogenous blood vessel inner-bark-dependence activity, 
and although condensation prevention of a platelet is included in the response of fee vasodilator which 
adjusts the condition of a blood vessel, and the flow of blood, the ^^-^^hesion prope^^^^^ 
vessel waU, and a list, it is not necessarily (International Publication Number WO 95/13063) limited to 

A^'^nzyme, acyl-coenzyme A: It is clear from the animal model that the compound which checks 
cholesterol acyltransferase (ACAT) is an effective anti-atherosclerosis agent (Curr.Med.Chem. 
1994- 1 -204-225). the lipoprotein in which much cholesterol in plasma contains apolipoprotem B, tor 
ex^'ie, a low^^^^^^ (LDL-C) ~ and - dramatically - fee lipoprotem (VLDL-C) of a low 

When c^ied upwards, fee risk of a coronary-arteries disease increases in Homo sapiens (Circulation, 
1990;81:1721-1733). On fee contrary, fee cholesterol of fee high level carried m fee Jigh-density 
linoprotein (HDL-C) has a protective action to a coronary-arteries disease (Am. J.Med., 197 /;5Z: /U/- 
714) Therefore, it is feought feat useful effectiveness is in the disease of atherosclerosis and its 
coniplication siAce the drugs which raise fee level of HDL-C which has lowering and a protective action 
3 levelT^^ of the atherogenesis and VLDL-C lessen the profile (profile) of an atherogenesis 
lipoprotein. This useful effectiveness is shown in Helsinki Heart Study using lipid modifier gene 
FIBUROHRU (gemfibrozil) which raises lowering and HDL-C for LDL-C^d low^^^^^^ incidence 
rate of a coronary-arteries disease in Homo sapiens (N. Eng.J.Med., 1987;317;1237-124^)). 
Outline of invention this invention persons show that an appointment B-content lipoprotein can 
normalize fee lipoprotein profile of plasma by bringing a result by which each independent twist is also 
rSSed more here! when prescribing fee combination of an ACAT inhibitor and an HMGCoA reducta e 
iStor for fee patient into the diet of food/fat. This means that the serum hpoprotein profile relevant to 
fee therapy of combination reducing fee risk of a coronary-arteries disease is obtained. 
Moreover this invention persons show seldom complicating fee property of the lesion orgamzation of 
SeroscTeVSs, a^^^ fee combination of an ACAT inhibitor and an HMGCoA reductase mhibitor 
ta^lrsZZ^orousnL (enrichment) of fee cholesteryl ester (CE) of fee lesion of fee fj^osol^os^ 
which exists beforehand to same extent as an HMGCoA reductase inhibitor independent. This means 
feat feere is no inclination for a lesion to induce myocardial infarction not much. 
Detailed description of invention The new approach of fee feerapy of tijas invention and ^ ^fwremedy 
constitiient consists of prescribing a medicine for fee patient usmg the ACAT inhibitor and HMGCoA 
reductase inhibitor which are considered to recover endogenous blood vessel inner-bark-dependence 
activity including improving fee usual extended capacity of an inner bark to fee patient diagnosed as 
feeir being a patient wife fee risk of afeerosclerosis, or its disease. This approach can mduce 
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vasodilatation so that the condition of a blood vessel and the flow of blood may be adjusted. Reducing 
condensation of lowering the adhesion of a blood vessel wall and a platelet is included in another 
terement in lo innelbark-dependence activity of a blood vessel. People with risk of ^^^-oy-rmg 
wTous acute ischemia syndromes including the man and those who are smoking of those who show the 
I^ptom of current atherosclerosis and hypertension, diabetes mellitus, or hyperlipxdemia are contamed 
in t>ip cniitable obiect of the approach of this invention. 

LdnaTectoris a^^^^^^^ disease (CAD), hypertension, a cerebral blood vessel nature faitee, 

^iSS^: natTfit, a chronic obstructive puhnonary artery disease, a cl-o-c h^^^^^^^^ nature 
lung disease, the puhnonary hypertension, renal hypertension, chrome kidney disease, diabetic 
rcrorsSuomplication^andL 

^e Scluded in the ischemia syndrome of ****** versatility acute m treatmg by tiie approach of this 

SrmilGCoA reductase inhibitor for using it for a new approach - atrovastatm, lovastatin, simvastatin, 
piav^tin, fluvastatin, and rivastatin - desirable - atrovastatin, lovastatin, or simvastatin - xt can 
choose out of atrovastatin most preferably. , , + i Thic 

It is known that an HMGCoA reductase mhibitor will work as an anti-hypercholesterolemia agent. This 
rlduSs r Mos?Sthesis of the cholesterol in liver by checkmg the HMGCoA reductase of the enzyme 
wSpromoSe inversion to MEBARONETO of the hydroxymethyl GURUTA rate which is a rate- 
ri^e^Sttep in e^ly stages of the biosynthesis of cholesterol In the H^^^ 

known itisATO.PB*VACH0L®(:/^/<XrSrf-v)., LESCOL® (:7 .rW^X ^ >') ^J^U^}^<:^ 
TACEDDSf is contained. 
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The dose of the HMGCoA reductase inhibitor considered by the activity of this invention is about 5- 

snmcr/flav and is 1 time or division administration preferably. 

S^^^iTv^^^i^^--^-^-^ in the bottom of the low alimentary therapy of a prudent hpxd durmg the 
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therapy which used the HMGCoA reductase inhibitor. .i, 4. f.i,«Ki^«H 

The lipid lowering therapy using an HMGCoA reductase inhibitor normalizes tiie function of the blood 
vessel of the patient of hypercholesterolemia and/or a coronary-arteries disease, without canymg outthe 
remission of 5ie lesion of atherosclerosis remarkably. Although the response of inner-bark dependence 
is slow and is remarkably spoiled under existence of hypercholesterolemia and an atherosclerosis 
disease the microcirculation of coronary arteries does not usually have atheronia, shows a remarkable 
improvement in many cases, and shows that it has the capacity for a low lipid therapy to stop progress of 
the atherosclerosis in the artery of a human epicardium, and/or to promote recovery. 
Atrovastatin is indicated by U.S. Pat. No. 5,273,995. The related compound is indicated by U.S. Pat. No. 

Lovistatin and a related compound are indicated by U.S. Pat. No. 4,231,938, simvastatin and a related 
compound are indicated by U.S. Pat. No. 4,450,171 and 4,346,227, and pravastatm and a related 
compound are indicated by U.S. Pat. No. 4,346,227, and fluyastetin and a related compound ^e 
indicated by U.S. Pat. No. 4,739,073, and rivastatin and a related compound are mdicated by U.S. Pat. 

No. 5,177,080 and 5,006,530. 

An enzvme acyl-coenzyme A: Cholesterol acyltransferase (ACAl) ^, , r, f 

The compolmd checked to validity prevents the parenteral absorption to the inside of the blood flow of 
tiS cholesterol of a meal, or the resorption of the cholesterol emitted into the intestinal teact through own 
accommodation of the body before. An ACAT inhibition compound is prepared for the therapy of 
hypercholesterolemia and atherosclerosis. In such a compound, it is Formula I. 

II II 

Ri-X-S-N-C-Y-Ez I 

II I 
O R 

The mside of [type, and X and Y are oxygen, sulfur, and (CR'R") n' (it is here and n is the integer of 1-4 
R- and R Independently, respectively Hydrogen, alkyl, an alkoxy ** halogen, hydroxy ** [ whether 

ai acyloxy , cycicyl! and the phenyl permuted by the case, and ] R' and R" 
and form SUPIRO cycloalkyl or carbonyl. Or at least one [ however, ] of X and Y (CRR ) Are n, ana 
when ^th S Y L n (CR'R") further R' and R " are hydrogen, and n is 1 and Rl and R2 are chosen 
out of being aryl. R They are the straight chain of hydrogen and 1-8 carbon atoms, branching aOsyl, or 
benzyl Rl and R2 It is (a) independently, respectively. Whether it has permuted, respectively, phenyl, 
The straight chain which has the straight chain which has 1-6 carbon atoms or the aUqjl g^o^ of 
branching, and 1-6 carbon atoms, or the alkoxy group of branching, -COO al^l, -(CH2) p^ three R4 
(here) phenoxy, a hydroxy ** fluorine, chlorine, a bromine, mtroglycerme, trifluoromethyl, -COOH, and 
alkyl have 1-4 carbon atoms, and are [ pNR ] a straight chain or branching It is the phenyl or phenoxy 
™ted by 1-5 substituent^ which p is 0 or 1 and are chosen out of R3 and R4 bemg the straight chains 
or branching alkyl groups which have hydrogen or 1-4 carbon atoms respectively.; 
It has not permuted or has phenyl and 1-6 carbon atoms, (b) A straight chain or the alkyl group of 
branching It has 1-6 carbon atoms. A straight chain or the alkoxy group of branching, hydroxy - 
COO alkvl -(CH2) pNR three R4 (here) phenoxy, a fluorine, chlorine, a bromine nitroglycenne, 
tomoSthyl, -COOH, and alkyl have 1-4 carbon atoms, and are [ pNR ] a straight cham or branchmg 
p R3 and R4 are 1- or 2-naphthyl which is chosen out of having the semantics which earned out 
['above-mentioned ] the definition and which is permuted by 1-3 substituents.; 

(d) Tte SaigSain or branching alkyl group which is saturation or includes 1-3 double bonds, 
including 1-20 carbon atoms; . « ^ . * 

(e) The adamanthyl or the cycloalkyl radical in which a cycloalkyl part contains 3-6 carbon atom^ 
since - aWiough chosen - however, (i) the phenyl by which R2 was permuted when X was n (CH2), Y 
was oxygen and it was the phenyl by which Rl was permuted ~ it is ~; 
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(ii) the time of Y being oxygen, X being n (CH2), and R2 being phenyl or naphthyl -- Rl -- a straight 
chain or not a branching alkyl chain but; - and (iii) Following compound: 
JL X 1 Ki Ra 

CHz 0 H (CH2)2CH3 Ph 

CH2 0 H CHo Ph 



CHi .0 H Jl J i-Pr 

The salt which can be permitted on ******** or its remedy is contained. 

The ACAT inhibitor for using it for a new approach Either of the effective compounds the compound of 
the above-mentioned formula I, especially sulfamic acid, [[6[ 2, 4, and ]-tris (methylethyl) phenyj] 
Acetyl] 2 and 6-screw [ Phenyl ester; 2, 6-screw (1 -methylethyl) Phenyl [[2, 6-screw (1 -methylethyl) 
2- f 1-methylethyl) phenyl] sulfonyl] carbamate 1 sodium-salt; - N-(2, 6-diisopropylphenyl)-2-phenyl 
chestnut amidocarbonic acid dodecyl ester; - N.(2, 6-diisopropylphenyl)- g^^decyl^H-teteazol^^^^^ 
IRU)-2-phenyl acetamide; 2 and 2-dimethyl-N-(2, 4, 6-trimethoxyphenyl) DOSEKAN amide, and N-[2 
and 6-bis(l-methylethyl) phenyl]-N'-[[l-[4- (Dimethylamino) It can choose out of phenyl] cyclopentyl] 
methylurea a little salt acid chloride. j . i 

The dose of the ACAT inhibitor considered by this invention is about 50-1500mg/day, and is 1 time or 

division administration preferably. , , , ,^ , i rr^r o /i A^*^cf^ 

Especially one useful ACAT inhibitor is 2 and 6-bis( 1-methylethyl) phenyl [[6[ 2, 4, and ]-tns (1- 
methylethyl) phenyl] Acetyl] SURUFA mate indicated by the United States patent apphcation 08th of 
annlication / No. 223 ,932 (this is included in this description by reference) on April 13,1 994 
Cther ACAT inhibitor is 2 and 6-bis( 1-methylethyl) phenyl-[[6[ 2 and ]-bi<l-^«^yl^*!;yl) P^^^Pf^] 
Sulfonyl] carbamate 1 sodium salt. The smailar compound is mdicated by U.S. Pat. No. 5,245,068. 
6-diisoT)ropylphenyl)-2-phenyl MARONAMIN acid dodecyl-ester and a similar compound It is 
fnl3 by U S. Pal No. 5,420,339. AnN-(2, 6-diisopropylphenyl)-2-(dodecyl-2H-tetrazole-5-IRU)-2- 
phenyl acetamide and a similar compound are U.S. Pat. No. 5,366,987 and the division application 

patent No. 5,441,975. , .i in i. n xt- r n ta 

it is alike and indicates - having - **** - N-[2 and 6-bis(l-methy lelfayl) phenyl]-N -[^^ 
(dimethylamino) phenyl] cyclopentyl] methylurea little salt acid chloride is mdicated by U.S. Pat. No. 
5,01 5,644, and 4e 2 and 2-dimethyl-N-(2, 4, 6-trime11ioxyphenyl) DOSEKAN amide and the similar 
compound axe indicated by U.S. Pat. No. 4,716,175. t, w^^^w^ 

In the rabbit model of atherosclerosis, combining chronic mner-bark exfoliation of hypercholesterolemia 
and an ilium-femoral artery, progress of a lesion was promoted in the improvement hst of 2, 6-bis(l- 
ShTlS phenyl [[6[ 2: 4: and ]-tris (1-methylethyl) phenyl] Acetyl] SURUFA mate, atrovastatm. 
and the lipid by the combination of both compounds, and the anti-atherosclerosis operation was 

The m?del"if atherosclerosis consists of a drugs break in term for eight weeks following &e lesion 
induction term for 1 5 weeks. The main descriptions of a protocol are 0.5% cholesterol (C). 
After giving a peanut (PNO) and the plasma of the diet of 3% coconut (CNO) oil for nme weeks 3 /o. 
before prescribing drugs for the patient, it is 0%C and making the level of cholesterol normalize PNO 
and by supplying the diet of CNO 3% 3%. An animal is based on the plasma totd cholesterol level of 
those averages. It randomizes. The diet of C, 3%PN0, and 3%CNO 0% Independence or N-(2, 6- 
diisopropylphenyl)-2-(dodecyl-2H-tetrazole-5-IRU)-2-phenyl acetamide 10 mg/kg, or [ mcludrng 
atrovastatin 5mg/kg or 10+5mg //kg /N-(2, 6-diisopropylphenyl)-2-(dodecyl-2H-tetrazole-5-IRU)-2- 
phenyl acetamide + atrovastatin ] - carrying out - the following eight weeks - prescribing a medicine 

Althou^ plasma total cholesterol level did not change with 2 and 6-bis( 1-methylethyl) phenyl [[6[ 2, 4, 
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and ]-tris (1-methylethyl) phenyl] Acetyl] SURUFA mates about the contrast by which cholesterol 
breeding of un-treating was carried out When atrovastatin and 2, and 6-bis( 1-methylethyl) phenyl [[6[ 2, 
4, and ]-tris (1-methylethyl) phenyl] Acetyl] SURUFA mate + atrovastatin was used, it decreased to 
43% and 67% respectively. About the change in plasma total cholesterol, there was a change 
remarkable in allocation of serum lipoprotein. If 2 and 6-bis( 1-methylethyl) phenyl [[6[ 2, 4, and ]-tns 
(1-methylelhyl) phenyl] Acetyl] SURUFA mate raises lowering and % LDL cholesterol (LDL-C) for /o 
VLDL-cholesterol (VLDL-C), and atrovastatin has the limited effectiveness and it combines and treats, 
%VLDL-C and %LDL-C will be reduced, and % HDL cholesterol will be raised. 
The resiUt was summarized in the following table 1 . 



VLDL 


LDL 


HDL 


16 


60 


24 


5 


73 


22 


14 


48 


38 


4 


35 


60 



[[2, 4,6- h »J X(l ^/l/-x^yb):7 
M T-fef-^fl^] x;l/7 T ^ — H (lOing/kg) 

2.6-fc:'x ( 1 y 
[[2.4,6- h'JX (l-y^/V:!^^;^) 7x 

/sx^^y (lO+Smg/kg) 

Moreover, size of the ilium-thigh focus and analysis of complexity were carried out in the numerousness 
of the choiesteryl ester (CE) of a blood vessel, the incidence rate of the complex lesion of 
atherosclerosis, the total range of the atherosclerosis of a thorax main artery, and a hst. In the total range 
covered with the lesion of a thorax main artery at the numerousness of CEs of a thorax mam artery and 
the artery of an ilium-thigh, and a list in 2 and 6-bis( 1-methylethyl) phenyl [[6[ 2, 4, and ]-tris (1- 
methylethyl) phenyl] Acetyl] SURUFA mate, it was uninfluential. However, the mcidence rate of the 
platelet of the complex fiber in the artery of an ilium-thigh was reduced from 50% to 14%. Atrovastatin 
reduced the numerousness of CEs of both vascular area regions 27% to 41%, without changmg the total 
range of a thorax lesion, and the mcidence rate of a fiber platelet. Although 2 and 6-bis(l -methylethyl) 
phenyl r[6[ 2, 4, and ]-tris (1-methylethyl) phenyl] Acetyl] SURUFA mate + atrovastatm was 
uninfluential in the numerousness of CEs of a thorax main artery, and the total range of a thorax mam 
artery lesion, CE content of an ilium-thigh fell 23%, and the incidence rate of a fiber platelet decreased 
to 17% As compared with the data before contrast of time amount 0, i.e., medication, the combination 
with atrovastatin independent and 2, and 6-bis( 1-methylethyl) phenyl [[6[ 2, 4, and ]-tris (1-methylethyl) 
phenyl! Acetyl] SURUFA mate reduces the numerousness of CEs of the main artery of an ilium-thigh 
remarkably. Morphometry analysis of an ilium-lhigh main artery shows that atrovastatm makes size of a 
lesion small, and on the other hand, the combination of atrovastatin and 2 and 6-bis( 1-methylethyl) 
phenyl [[6[ 2, 4, and ]-tris (1-methylethyl) phenyl] Acetyl] SURUFA mate reduces the content of Ihe 
mononuclear cell-macrophage of a lesion remarkably, without changing lesion size. In 2 and 6-bis(l- 
methylethyl) phenyl [[6[ 2, 4, and ]-tris (1-methylethyl) phenyl] Acetyl] SURUFA mate mdependent, 
there was not lesion size of an ilium-thigh or effect on a presentation. , 
Therefore, if theN-(2, 6-diisopropylphenyl)-2-(dodecyl-2H-tetrazole-5-IRU)-2-phenyl acetamide and 
atrovastatin which were prescribed for the patient into the diet of food/fat are combmed, one of 
independent twists also reduces the appointment B-content lipoprotein in plasma more greatly, and it is 
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clear that its normalization of allocation of serum lipoprotein is performed. It not only dulls that the 
cholesteryl ester of the vasculature is rich, but atrovastatin reduces the numerousness of the lipids of the 
lesion of the atherosclerosis which exists from before. 2 and 6-bis(l-methylethyl) phenyl [[- 2, 4, and 6- 

tris (1-methylethyl) x-^-it- ^-^i, i • 

Although phenyl] acetyl] SURUFA mate + atrovastatin reduces the numerousness of CEs ot the lesion 
of the atherosclerosis which exists from before to the same extent as an atrovastatin independent, about 
the description of histology, the lesion of atherosclerosis does not have complexity so much. 
In order to manufacture a remedy constituent from the compound of this invention, the support which 
can be permitted on an inactive remedy can be either a soKd-state or a Uquid. Powders, a tablet, the 
granule that can be distributed, a capsule, and cachets are contained in the pharmaceutical preparation of 

a solid gestalt. . , . , j , ^ a 

Moreover, a solid support can be the matter exceeding one or it which can act as a diluent, a tlavor 
agent, a solubilizing agent, lubricant, suspension, a binder, or tablet disintegrator, and this can also be 
the matter for encapsulation. . . 

In powders, support is a solid-state divided minutely and this is in mixture with the active mgredient 
divided minutely. It mixes with the support which has a required binding property by the suitable ratio, 
and an active ingredient is fabricated in a tablet in a desired configuration and size. 
It is desirable that an active ingredient is contained in powders and a tablet among about 5 % of the 
weight - about 70 % of the weight. Suitable support is GCC acid magnesium, magnesium stearate, talc, a 
lactose, sugar, pectin, a dextrin, starch, tragacanth, methyl cellulose, a sodium carboxymethyl cellulose, 
low melting point wax, cocoa butter, etc. . 
it is thought that the formulation of the activity compound using the matter for encapsulation as support 
for offering a capsule is contained in the vocabulary of "pharmaceutical preparation", and the active 
ingredient (releasing again and coming out with other support) is enclosed by support, and comes to 
work together in this way here Similarly, cachets or a transformer DAMARU system is also contamed. 
A tablet, powders, cachets, and a capsule can be used as a solid-state administration gestalt suitable for 

internal use. . . , • i i i 

The solution and suspension suitable for internal use, or an emulsion is contained in the pharmaceutical 
preparation of a Uquid gestalt. The aquosity solution for internal use can dissolve an activity compound 
underwater, and can manufacture it by addmg a desired suitable flavor agent, a coloring agent, a 
stabilizer and a thickener. The aqueous suspension for an oral activity can be manufactured by making 
the active ingredient divided minutely distribute underwater with other suspension known for the field 
of the viscous matter, for example, nature, or synthetic rubber, resin, methyl cellulose, a sodium 
carboxymethyl cellulose, and a remedy formula object. 

Preferably pharmaceutical preparation is a unit medication gestalt. Pharmaceutical preparation is 
divided into the unit dose containing a suitable quantity of an active ingredient with such a gestalt. Umt 
medication gestalten can be the powders in the packed tablet including the pharmaceutical preparation of 
a separate amount which was manufactured for example, packed, a capsule and a bottle, or ampul. 
Moreover, a unit medication gestalt can be a capsule, cachets, or the tablet itself, or can be a suitable 

number of these packed gestalten. ^• 

If a medication gestalt talces the time amount of a day, and a factor like other suitable considerations to 
the skilled medical practitioner who knows well, it is obvious. 



[Translation done.] 
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f±s *|S#|^^4,681,893-i■^^:|B«§tl.TV^5o 

n/^;:^i5r^>^:j3 3|^H#fFm 231, 938^Km^^tiXiS V) 

, i/^-^^';^ ^^^'^o j;t/Mji'fb'^J^«H#fFM4. 450. 171-^*5 J; TJ^III 04, 346, 2 
27-i-};iM^$tL-C43!9. :^y/^^i?^5=-:/*5j;T>'Mi®'f[::##ff4> ^H#wm346, 
227#t3:||^^tLr*3!3 , ■^UT:7/W^'>!;i5^5^^*5j;tj?P3g'fb#i^f4^IS#fF04 
,739,073-§-{z:M^^tt-C*3«9. ^ ^^^^ ^^i^^J j;TJ?M5S'fb'^i^f4>|€H#fF05, 17 
7, 080-^*5 it/ [11^5, 006, 530^^c:§i^^ttTV^5o 
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7k^^ T?v^jv^ T^vzu-i^-y^ /^XJ^ly, tKn^i/^ Ti//V;^=3f- i/. "i/irxiT 

m^\z.x,^m.^^f\^fcy =^=-f\^xh^ii>. -^fz.\%^ ^x.-m." n-—m\^ 

(Do%(D(}^fi:< th—^\-t. (CR' R'').x^y)^ ^\.X-^h\^^^i:XlY(Dnif 
i)^ (CR' R" ) „ -efc S # fi, R' *5 J; t/R'' fi7j<^-efe ^bXnttl-Cfef?. 
Ri *5 j; t/R2 ttT y — /^t? ^ 5 ) b alfm^ 

(a) ^fh^fl^mM:Xh^t\ 

:7 >yM. MM. MM. ^ b n , hp p« ^/K -COOH, T/v=¥/^^s i ~ 4 

ilSO^*i^^^^UTtt^*f::tt^:K-efc?»-COOT7^=3e/K -(CH2)pNR3r' Cl ^1 

-e, ptt0^fcKl-efei9. R3*3J:D?R4tt^tl-?f^tL7k^*fc«l~4fi(D^^J^ 

;^i:ip{5^/K -cooH. r;v^jv-mi-^Am(ommw.^^^\.xmM-^fc\-i^^mx 

feS-cooT/i-=3r/K -(CH2)pNR3R4 p. ^^i.XM*u±M^m\^ft.M 

( c ) T y — /l/T/l/^/^ ; 

(d) 1 ~2ofi(D^mig^^^^, -^L-cfiSSJ-efes^aN *:fc{ai~3i@(D-« 
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(ii) Yt^mmxh^ . Xi)^(CB2).Xh^ . R.^S:7^=/i'^fcf*-^:7 5^/i'-efo5 

(iii) &.y(Dit-^m : 
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#tci_bis^ I (Dit^m. m^. :^J\^y r % ^'^s C C2, 4, e- h y ;^ ^/pj: 

^/V) 7 T-fe^/W] 2,6-lfX [ (1 7 

X-T^/V ; 2, 6- If ( 1 - P« ^/V:3^^yP) 7 a:: =/V [ [2, 6- t';^ ( 1 - ^ ^/I'ac 
■7z^=^;V\ •^}V^<:^^V—r V y J>.m. ; N- (2, 

/^;N- (2,6-i;'^ tVP'-:7:n=/P) -2- ( K'X v'yl^- 2 H— 7^ h 7 

y^—zV-S-^T/l^) -2-73i:=/^T-fe hT^ K ; 2,2-^;'p«^/P-N- (2.4,6 
- MJ p« h=¥i>'7 3i:=i/V) K^;«7VT^ K ; *5j;t>'N- [2,6-lf;x. 
/i^rcg^/v) :7^=yp] -N' - [ [1- [4- (v=p«^7^T5: y) :7 3.=/v] i> 
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— 0(D#^^^ffi/£ACATPS.WJtt^ 1994^ 4 ^ 13 0 tii0(D*H#f^miS^O8/'22 

, 6- If ;^ ( 1 - p« y3^=^jv [ [2, 4, 6- bi; ^ ( 1 - ;^ =^;v=c^;V 

fef?. WP(D'ft::-a-^«3i^ffl#W^5,245,068^}c:M^$tLT*5'9. N- (2,6-v^ 

y o fcVk- y - 2 - :7 ^ :=i7P-r n s: Ky^i^^'i'-^^^;^ t^/i^^b J; 

U«Mi^^05^b'a-^{^^ *H#fl^^5.420,339-i-fz:M^$tL-r*5«9. N- (2.6-^^-r 
y^n tvv-^'ai^/v) -2- (K7^->'/i'-2H-7^ h^i^—zi^-S— T/v) - 
2-73. =/PT-fe h T ^ K*3 J: t^Wa^T^-fb^i^fi^leS^fF^S, 366, 987-§-*5 j: tJ« 
:9-#JtiliI#l^^5. 441. 975-i- 

l^M^$tbT*5!9. N- [2,6-lf^ (1 >^3i=/^] -N' - [ 
[1- [4- {i^:^f-;vr%J) 7a.=./v] tXi^a-O'^^/v] p^^^/v-Mi^— « 
iitt. 7RI1#I^M5, 015, 644-^^3111^ $tT/T*5f9. ^Ur2, 2--:^^ ( 
2,4,6-hy^ hdrV73. =.;v) Kir -^l^T^ J; tJ^mMco-fb-^il^fi^H^I^ 
^4. 716, 175^};iM^§tu-CV^5o 

2,6-lf;^ (1 -^^/V-o^^^/P) 7^::=/^ [ [2,4,6- hyx 

. 3 (PNO) . 3%3ri-^^;/^^ (CNO) ^ft(D^|?cDifiL^^ 9 arfl-^X. 

/c^. m^J^S^-rstu^c:, o%c. 3%PN0, 3%cm(D^m^Wi^-r^^t\z. 

si^J^^lfiLlt^rn/;^?^^— /H/-</k^^li(^-LT. *l#^{bb. 0%C, 3%PN 
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0, 3%cm(D^immA. -^tzitN- (2,6-i^'fy:7"nfcVv-:7a.=/p) -2 

mg/kg, T h/l-^<:=^i^^>'5mgykg^ t>U<}4N- (2, G-i^-t' y:/n 

^ :=ijV) - 2 - ( KT^iX/V- 2 H -7^ b ^ y^/l^- -2-:73; =/VT 

l/^/l'f*. (1 5^/1^3^ ^yp) :7rc:=:/V [ [2, 4, 6- h 

f£t^<>fct^. T h/w-^;2.i5?^^^:ft5 j:tJ«2.6-lf>?. ( 1 - 7< ^/V^^^/V) ^^i^/P 

C [2, 4, ( 1 17 3:: Tir^/i^] ;^/i-:7r7«— h 

i\^-m^^fZo 2,6-tf>^ (1 -p^^/l^oi^^yv) 73i:=i/V [ [2,4,6-M;;^ (1- 
^/V-rc^/l^) >'3i:=:/^] T-fe^/i'] r — VU, %VLDL-=i l/^^xn- 

zvCVLDL-C) ^Ttf\ %LDL-=i l/;^'7'n— /lx(LDL-C)^i^J6. T h/W-^;^ ^^fi 
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2. 6-K'X ( 1 f-ybJi^/l/) y:^—jv 4 35 60 
[[2,4,6- hUX (1 -ptf-;U:i:^yl/) "7 x 

/^*X^^> (10+ Smg/kg) 

/V-oc^^/l^) :7 [ [2, 4, 6- hi; ;^ (1 - ^ 

~41%{fi?^ bfco 2, 6- If ;^ (1 - 7< ^/Prn^/p) :7 ai;^/!^ C [2, 4, 6- h U ( 
. BII«l3:^«jJDi!(^CE(^# ^ *5 J: X3m^±Wimm^<DmWm t-*5V ^-CfiJ^#;5S 

5 i s T h /w^;^ ^ l^mkii i. U2, 6- If (i - ^ =^;v=!:.^;v) -y z^=.;v [ 
[2, 4, 6- M; ^ (1 - ^ ^jV3:.f-;V) y =^c=.?V\ T-^'f-zV] :A;Vy r ^ — b t 
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Inter 'anal Applicstiaa Ko 

PCi/US 96/15854 



A6101/44 A61K31/215 



Accordinjg to IntenntMTiotui Pacew dassjAentioti ^PC) or lo both nfldonsl tlaaajfieattea MXi ttC 



B. FIELDS SEARCHEO 



Mmnxiumdocuinenbituinseardxed (ciassi0auion systein followed by 

IPC 6 A61K 



DoaunMntitiaa ceaiehed other ttiatk mtniinum 4i)cnmeoij£ioa to tbs extent (hat soeh docnoMnts included in th« fields searcbed 



Eiectroniedtia tuue <i Qi t.nilii ei l itaiiaf the imenuifoiul seardk (name afcUtt btse and, where praedeai, search lenos used) 



C. DOa/MnSNTS C:0N5IDEilEI> TO BE BEl£VAm 



Quuionof doeuncnt^ with iadicatiQn, wh«r« approptiete, of mc relevant paassges 



Releronl: Co claim No. 



JOURNAL OF CAROIOVASCUUR PHARMACOLOBV AND 

THERAPEUTICS. 

vol. 1, no. 2. 1996, 

pages 117-122, XPQ90filB614 

HEIHOHEN ET AL: "ATORVASTATIM, A NEW 

HM8-C0A REDUCTASE INHIBITOR AS MOHOTHERAPY 

AHO COMBINED WITH COLESTIPOL' 

see abstract 

see page 118, left-hand colunn 

EP 0 373 507 A (SQUIBB & SONS IHC) 20 June 
1996 

see page 2. line El-27; clatms 1,2 

see page 2, line 33-39; clalns 4-9 
see page 3. line 2-4 



-/" 



1.3-11. 

IS-25 



1,2.7, 

11- 15, 
18,21 
1-10, 

12- 25 



0 



Fimttcr oocixnaits arc Jisual in t&e contuniafion of box C 



* Speaftl cittsones of deed Oaeometas « 

*A* docntmmt defiarngtbeseaenl slide of the Miti^ 
coneidar«d«n h» of pwticttUmdtvwiei 

nihs|pd»te 

*L" docm&eiit whick miy tbxow doubts on pnonty daiinCid m 

uMdi is g ted to cit abl wrh Ae publfccjttiaon dslfi AQcHiwr 
cttction cr otiKr vpecial reascwk (as 8p«cifi«d) 

'O' docsniniiEftmnytomocaSdicdoiSUic^u^ 
otter ooeins 

"F* (dkxntomatpaisHdiBd {uiOTlaUM 
later 4uxt the pviorify date; claimed 



*nr later dogimFnt puh!»faed aSer the iatertMdiool filing dsle 
or pexpritj^ di^g nd not m «oiaflict with tbt mppUicaxttm. but 
Dqi uodczxEtsnd tlie praiic>|fle or tixcoty ttiiiiBriygiy tiie 



*X' (kioiiiicatcirpartiWarKleianix; 

cannot be oossidered novd or canooi be consxttercd lo 
i&vdve em inventive step vhcn the iocunicnt ii talccxi ilcmt 

T' docimicatorp^ctalsiJxIevam^ttedaimEdmvaitio^ 
cazm^A b« conadered lo involve an mvtnixw sicp ilie 
document is roa j ain e d withotbe or more other saich docu- 
ooents, such combiaadmi being obvious to & puaon akHied 
inttic art 

docvmestt naeaiher of the sjunc patmt fAtnil/ 



Dale ofttu Actuja cotnplctton of ihe fnlcniational search 



le March 1997 



Oitfn of mailing <^ ^ l<it<!=niattai3ud se^ 



211197 



Name andmailiiic aUbtss M'dic BA 

European Fftfent Oflice. P.O. SUB P«iatl}aui 2 
>1L - 238D HV Rij<inik 
Td. < ■♦■ 34a.»a^ Tx. 31 651 epo wl. 

Fax 



Autiionxed cflio 



Kanbier, D 



F«n% PCT/BA/»ft (Mcond ikeet) <Jtily IVS3) 
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Cgbefpry * GUilion of doamunt, wiflt indicalxcHii where appfopnale, of tic lekvauit 



Rjd«yant bo dakn Uo. 



EP 0 475 148 A (SQUIBB & SOf^S INC) 18 
March 1992 

see page 3, line 20-23; claims 2-18 

see page 3, line 1-5; example 4 
see page 3» line 47-58 
see page 2. line 18-55 

THE JAPANESE JOURNAL OF PHARMACOLOGY, 
voK 67, no. 3, 1995, 
pages 195-203, XP0GG61856Q 
KUSUNOKI ET AL: "STUDIES ON ACAT 
INHIBITORY EFFECTS AN ENZYME SELECTIVITY 
OF F-1394, A PANTOTHEIC ACID DERIVATIVE" 
see page 199, right-hand column, line 1-3, 
paragraph 3 

WO 94 267Q2 A [WARNER LAMBERT CO) 24 

Jlovember 1994 

cited in the application 

see page 7, line 22; example 5 

see page 10, line 23-24; claims 1-13»15»17 

WO 94 09774 A (MERCK & CO INC } U May 

1994 

see page 10. line 14-21; claims 6-10 
see page 16. line 5-29 

DIABETE & HETABOLISME. 

vol, 21, no. 2, 1995, PARIS, 

pages 139-145, XP80Q618561 

DAVIGNOM: "PROSPECTS FOR DRUG THERAPY FOR 

HYPERLIPOPRDTEINAEHIA« 

see page 140-141 

see page 142, right-hand column - page 143 
see page 144, right-hand column 

ED. J.E-F. REYNOLDS: Wtindale, the 
extra pharmacopoeia" 

1993 , THE PHAi^CEUTICAL PRESS , LONDON 

XP0928Z7E55 

see page 987~9B9 



I, 2,7, 

II, IB 
1-10. 
12-25 



1.15,18 



12-25 



1-5,7-24 



1-25 



1»2,7, 
15,18,21 
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Box 1 Otmtrwmmmm wlicre cn«ua dbnm were femkl tinacvrcliMbfe <OiiirtunHaion « 


r itxass 1 of fitat abcct) 




Tlus intenuutaiul Seircn Rxpmt taa doc laetuejmfalixhed ia trxpeex of cmiin claims tmikr Article ITC^XO followisg reuonc 
1. 1 X 1 CUunt No&: 

bcCTttir Uiry rciue co subject mxtser net rcqtonai u> be seirtihol this Ainhorfcy; nimtiy: 

KlUIlArK. /^IlLllQUyn ClnlSl^Sy X alia / £D 

Is(are) directed to a method of tre*treent of the human/an 1 ma 1 
body, the search has been carried out and based on the alleged 
effects of the compound/composltioii, 

Z [X] OMina Nos.: 

hwam ttey retitc to p$ru of the iaitfiuuionB] AppUcation that do not eotnply with the pnseriM fvqtiiraimia lo tueh 
«a vxnm ilni no mnmimrul infenmtimal 5e«fcb cxn be cwnM «»vtv siiedfMiy: 

See continuation sheet PCT/ISA/210 

3. ri Claimi Woju 

beeautt ihesy tic depentat diinis anil axe not ftraftMi ia aecoRhnoe with tlie seeand ami thiid swtem oT RtMe 6Al$.y. 




Box 11 Obwrvailoiii yfaew! nniiv of nnmnfoM is iackinjg ^ContimBathMi nf itwiy ^ ^fffrfff ihw) 


This iniermtia&al Scazdhing Ajillnrity found tntUliple invenixaas in chh immatiaaat apfrifaanon, w follows: 

^- CZl ^ •i'f?"^ wW«ion«» «»rdi lees urcn; limeJy paid by ttie app&omt. Oos inieroatwiiBl Search Report cam alt 

' ^. CjI ^ ^ nandiafaledttinis could be wanhei witfamit efTon jtudfying an atUawnai fee, ihia AutJteriiy did not invite paymem 
of any aik&tionti §as. 

i» ] At OfOywrneoftteirqtnredaAfitH^ 

isowonI imiy Uiosc daniu fvtt- wjnch te 

4. NoraiiMaddiiiaml TO 

ratneiBd to the nntnaon fim mcmiDQed in 1^^ 

Rcnurk ot rrotast | j The mddiUonaf search fe«a went mastnnptxmsd by the applicant's protest. 

1 1 No proUMPt wseempuiiad the pa^nnont of adiitiooal foareh fteec. 
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FURTHER INFORMATION CONTINUED FROM FCTflSA/ZlD 



A compound cannot be sufficiently character! zied by its pharmaceutical profile 
or its mechanisin of action as It Is done in Claims 1,2,7,11,15,18 and 21 as: 
"acyl-CoA cholesterol 0-acyl transferase (ACAT) inhibitor" or "HMQ-CcA reduc- 
tase inhibitor". The search has been executed based on compounds specifically 
mentioned in Claims 3-6, 8-10. 16. 17» 39. ZO and 22-25 and in Table I. 
Furthermore. Clalnis 9 and 10 are grairniatically not quite clear. 
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